Background: The increase in the use of cardiac implantable electronic devices (CIEDs)
| INTRODUC TI ON
The growing evidence of the importance of cardiac implantable electronic devices (CIEDs) in improving both quality of life and survival among specific patients with heart disease has led to a significant growth in the number of these implantations. 1, 2 As a result, the number of complications, including CIED-related infection, has also increased. Although transvenous lead extractions is safe and effective for patients with infections from implantable devices, 3,4 the mortality among these patients has been reported to be very high. [5] [6] [7] In patients with lead-related infective endocarditis, in particular, the mortality at 1-5 years has been reported to range from 31% to 44%. 6, [8] [9] [10] [11] [12] [13] [14] Therefore, it is important to know the prognosis of transvenous lead extractions as well as its influencing factors. Studies of lead extraction in Japanese patients have been reported. 15, 16 However, the prognosis after transvenous lead extraction in Japanese patients, especially those with lead-related infective endocarditis, has not been evaluated. Therefore, we sought to clarify the prognosis after transvenous lead extraction in Japanese patients on the basis of our experience at a single center.
| ME THODS

| Patients
The medical records of all patients with CIED infections who underwent transvenous lead extraction at the Okayama University
Hospital from 2010 to 2017 were retrospectively reviewed. All patients were followed and managed by an electrophysiologist and an infectious disease physician. Blood cultures were obtained from all patients before initiating antibiotic therapy at the hospital. Cultures were also obtained from the fibrotic capsule of the device pocket and from the lead tip as well as the attached fibrotic tissue at the time of the device removal. All patients underwent transesophageal echocardiography to confirm the existence or size of vegetation.
Survival data were obtained using electronic medical records. The study proposal was approved by the Okayama University Hospital Institutional Review Board.
| Definitions
The patients were divided to two groups: those with lead-related infective endocarditis and those with infection only of the device pocket. A pocket infection was defined as the presence of local warmth, erythema, swelling, edema, and pain in or discharge from the device pocket or an erosion or impending erosion of the device without lead-related infective endocarditis. Lead-related infective endocarditis was diagnosed using the modified Duke criteria for diagnosis of infective endocarditis on the device leads in compliance with the ESC 2015 guidelines. 17, 18 The diagnosis of lead-related infective endocarditis was definite in the presence of two major criteria or one major criterion and three minor criteria. Patients who met one major and one minor criterion, or three minor criteria were also evaluated. Then, pocket infection group consisted of patients with pocket infection and without lead-related infective endocarditis, and lead-related infective endocarditis group consisted of patients with lead-relate infective endocarditis and with or without pocket infection.
| Lead extraction procedure
Laser sheaths were employed in all cases when the leads could not be explanted by traction alone. In brief, the lead was prepared by inserting a locking stylet into the inner coil lumen when possible. A suture was tied onto the insulation and locking stylet at two sites. The laser sheath was advanced over the lead. Laser application was performed at the binding sites and advanced gradually from one binding site to another until the tip of the lead was reached. Once abutting the myocardium, a combination of traction and counter-traction was performed, and the lead was freed. If laser sheaths were not advanced, mechanical sheaths were used. The femoral and jugular approaches were also attempted with snares. 19 In cases with large vegetation (>2 cm), hybrid therapy was used. Initially, lead dissection up to the upper superior vena cava was performed using the laser or mechanical 
| After total lead extraction
In general, patients with pocket infection were treated with intravenous antibiotics for a minimum of 2 weeks after extraction, and patients with lead-related infective endocarditis were treated for 4-6 weeks. Intravenous antibiotic infusion was continued in patients with lead-related infective endocarditis until the infection was eradicated. After eradication, if necessary, a new device was implanted.
| Statistical analysis
Continuous variables are expressed as mean ± standard deviation if they presented a normal distribution in the Kurtosis and Kolmogorov-Smirnov tests and as median and interquartile ranges if they did not. Accordingly, the significance of between-group differences was assessed with a two- Pulmonary embolism not requiring surgical intervention
Two patients undertook second lead extraction procedure due to first procedure failure.
| RE SULTS
| Patient characteristics
Of the 107 patients included in this study, 32 were in the leadrelated infective endocarditis group and 75 were in the pocket infection group. There were significantly more patients with implantable cardioverter defibrillators in the lead-related infective endocarditis group. Fever C-reactive protein, and procalcitonin levels were higher; and hemoglobin, albumin levels were lower in the lead-related infective endocarditis. There were no significant differences in other parameters between the two groups (Table 1) .
| Lead extraction
A total of 227 leads were extracted by various lead extraction techniques ( Figure 1 ). Of these, 146 (46.7%) were active fixation leads and 121 (53.3%) were passive fixation leads, and 186 (84.1%)
were pacemaker leads, 29 (12.7%) were ICD leads, and 12 (3.2%)
were coronary sinus leads. The mean and median dwelling time were 8.4 ± 7.0 and 6.4 (interquartile; 3.1-11.5) years, respectively.
Mean dwelling time of leads was not different between leadrelated infective endocarditis group and pocket infection group (7.8 ± 6.8 years, n = 70 vs 8.6 ± 7.1 years, n = 157, P = 0.439).
Overall, 222 (97.8%) of the leads were completely extracted. A small segment (<4 cm) of the lead material was retained in four (1.7%) cases, which did not negatively impact the outcomes of the procedure. A large segment (≥4 cm) of the lead material was retained in one case, which did not negatively impact the outcomes of the procedure. Table 2 presents the results of lead extraction per patient. A total of 109 extraction procedures were performed in 107 patients; two patients had a second procedure because of failure of the first.
There were no significant differences between the groups in terms of complete procedure success rate, clinical success rate, or major and minor complications. Neither procedure-related deaths nor permanently disabling complications were reported.
| Prognosis after lead extraction
Prognosis after lead extraction on the basis of infection type is shown in Table 3 and Figure 2 . Time to reimplantation, duration of hospital stay, and duration of antibiotics therapy were significantly longer in the lead-related infective endocarditis group than in the pocket infection group. Number of administered antibiotics and patients with catecholamine usage for septic shock were more in the lead-related infective endocarditis group than in the pocket infection group (Table 3) .
The survival rate was not significantly different at 1 year or at the median 816 days of follow-up between the lead-related infective endocarditis and pocket infection groups: 93.7% vs 94.7%, P = 1.000, at 1 year, and 78.1% vs 81.3%, P = 0.791, at the median of 816 days, respectively ( Figure 2 ). There was no death for 30 days after lead extraction. There was no death associated with implantable device infection during the median of 816 days of follow-up. In lead-related infective endocarditis group, only two patients died within 1 year:
one due to intestinal bleeding 363 days after lead extraction, which was not related to CIED infection and the other due to aspiration pneumonia 86 days after lead extraction, which was not related to CIED infection. The main cause of other deaths was noncardiac death (Table 3) .
On the univariate Cox regression analysis for mortality after lead extraction, age, log of brain natriuretic peptides, serum blood urea nitrogen, estimated glomerular filtration rate, hemoglobin, albumin, platelet, and hypertension were identified as predictors of mortality.
( Table 4 ) Multivariate analysis could not be conducted due to small number of events.
| A case of lead-related infective endocarditis
A case of severe lead-related infective endocarditis is shown in Figure 3 . Various infections developed despite intravenous antibiotics therapy. After antibiotics had been continued for 8 months, the infection was no longer evident and a new device was implanted.
Infection has not reoccurred.
| D ISCUSS I ON
The main finding of this study was that the prognosis in Japanese patients with lead-related infective endocarditis is as favorable as that in patients with only pocket infection.
| Lead extraction techniques
In our institute, various lead extraction techniques are available, including the locking stylet, laser sheath, mechanical sheath, snare, femoral approach, jugular approach, and surgical approach. There were no procedure-related deaths, in-hospital deaths, or deaths within 30 days, which is better than the findings previously reported. 3, 4 Our staff have been well-trained by special experts in the field, and we could therefore apply various lead extraction techniques. This strategy no doubt greatly contributed to the good result obtained for the lead extraction procedures. In addition, we were able to communicate with the cardiovascular surgeons and anesthesiologists before or during the extractions, which could also have contributed to the good result. The timing of the extraction depended on the severity of the infection. For more severe infections, the extraction was performed earlier, as early lead extraction in patients with lead-related infective endocarditis was recommended in a previous study. 
| Prognosis after lead extraction
The prognosis for patients with lead-related infective endocarditis has been reported to be poor despite lead successful extraction. Survival probability at 1 year has been reported to range from 71% to 85% in these patients. [7] [8] [9] [10] [11] [12] [13] [14] 18 However, in this study, survival probability at 1 year was 96.9%. Moreover, the factors associated with severity of heart failure, such as ejection fraction (EF), 22 severity of infection, such as C-reactive protein, vegetation, and leadrelated infective endocarditis, were also not identified as predictors (Table 4) . Previously, increased age, low EF, heart failure, chronic renal failure, diabetes mellitus, obstructive pulmonary disease, and high NYHA class were reported to be associated with a poor prognosis in patients with infection from CIEDs. [7] [8] [9] [10] [11] [12] [13] [14] 18 In this study, we identified age, chronic renal failure, anemia, and hypertension as predictors for mortality in the univariate Cox regression analysis. The death events were too few in this study to perform the multivariate analysis. Then,
it is impossible to demonstrate each variable was truly associated with mortality because confounding factors were not adjusted.
| Reasons of favorable prognosis in patients with lead-related infective endocarditis after lead extraction
Although there was no clear reason why the prognosis was favorable in this study compared to that previously reported (Table 5) , Values are mean ± standard deviation, median (interquartile range) or number (%) of patients. BNP, brain natriuretic peptide; BUN, denotes blood urea nitrogen; CI, confidence interval; CRT, cardiac resynchronization therapy with or without defibrillator; GFR, glomerular filtration rate; HR, denotes hazard ratio; NYHA, New York Heart Association.
there are some possible explanations. First, the patients could be hospitalized until the infection was completely eradicated, as shown in Figure 3 . This is a beneficial aspect of the Japanese National Health Insurance. The maximum duration of hospitalization was 282 days. However, it is difficult to compare this finding to those in previous studies because of a lack of information regarding the duration of hospitalization. [7] [8] [9] [10] [11] [12] [13] [14] 18 Second, during hospitalization, extraction team including various specialists, such as cardiovascular surgeons, anesthesiologists, plastic surgeons, respiratory surgeons, and especially infectious disease physicians, could contribute to the management of the infection. Third, most patients in this study were referred to our hospital from other hospitals. Patients with infection who received their implants in our hospital were only 7 (6.5%) out of 107 patients. Therefore, patients who were too sick to be transferred to our hospital may have been excluded. However, some patients with severe sepsis and disseminated intravascular coagulation (Table 3 , Figure 3 ) were included in this study. Finally, although patient characteristics in this study that would influence the prognosis, such as age, EF, renal injury, diabetes mellitus, and obstructive pulmonary disease, were similar to those in previous studies, the rate of heart failure seemed to be lower [7] [8] [9] [10] [11] [12] [13] [14] 18 although statistical analysis was not conducted.
| Limitations
This study has some limitations. First, this was a single-center, retrospective study that included a small number of patients in a Japanese population, so the study may not have sufficient power to detect all predictors for mortality. Although in univariate analysis, some risk factors were shown, it is impossible to demonstrate each variable was truly associated with mortality because confounding factors were not adjusted. A prospective, multicenter study with a larger number of Japanese patients could increase the reliability of these results. Second, the number of deaths may be too small to gain enough statistical power. Then, other predictors for mortality may come out, if the number of death increased.
Lastly, the background of patients was not same as the previous studies, then, it is difficult to precisely compare the mortality to the previous studies. However, the study was real-world data in Japanese patients.
| Conclusions
The prognosis after lead extraction for patients with lead-related infective endocarditis is favorable. Thus, lead extraction should be strongly F I G U R E 3 A case of severe lead-related infective endocarditis. A 68 year old patient with cardiac resynchronization therapy with defibrillator was referred to Okayama University Hospital due to infective endocarditis. He suffered from pulmonary embolism, pulmonary abscess, septic shock, and disseminated intravascular coagulation. On the next day of admission, all leads were extracted without any complication. Methicillin-sensitive Staphylococcus aureus was found on blood, sputum, urine, lead, and generator cultures. Although intravenous antibiotics have been continued, various infections developed. A, Vegetation in the superior vena cava and coronary sinus after lead extraction. B, Pulmonary abscess. C, Drainage of pulmonary abscess. D, Drainage of abscess beneath the scapula. E, Drainage of abscess around the vertebral body. F, Drainage of abscess around the pelvis. Vertebritis and discitis (not shown in Figure 3 ) also developed after the above infections disappeared. With continued antibiotics for 8 mo, the infection was no longer evident, and a new device was implanted. Infection has not reoccurred recommended, even in patients with lead-related infective endocarditis in a generally poor condition. To our knowledge, this is the first report of the prognosis of lead extraction in Japanese patients with CIED-related infection, including lead-related infective endocarditis. 
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